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< ee > mmmmm, yuj\^-$fcw®&(Dt&m$\<DMm<Ditir>(D, <5i>m 
tt<Dc-Kit3rf— mm\(D®im 

[0006] lfmn\^Z>, 4-(3-^nn-4-(^n^ntVVT5/^/V^/V)T^y7ni/^V 

ba)) K&\*xmtift&n&mu ^wtmmn-ttcfec-Ki&i'-- vmmmt 

Lxm#)X^%xh% 0 
[ooo7] raiiBiif^ \?-y;vjtiz&vzmmmm&#tizft^x, 

ym^m& (a) zu^tcmftv. m$tikymm<Dmmmirmxhz> 0 

K4] ^mm2xnhtifc^/v^^m^it^mm^(D^(D^Mxm 

[05]05«,»^3^1#^tlfc^/V^i^5K©p-h/^^/^^^(D^i 1 (D 

[06]H6^ mmimxi^ntz^jv^^mmm^m^mMxm^m^ 

-y^-tmxh^o 

[07]07«, ^»!l5^#^tl/c^#^f-^K(^^^^^^^^^ (A) <D 
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(f) <D®jfam®ft'<*-^&mirmx-hz> 0 

rai2]Eii2t3\ mmmiir-nbi^tciJj^^^v^^^jv^mM^^ ( a 
mizmim, mmmi2xnbtitc^jv^^^<D^>^jv^mm(D^ ( # 

<D 13 cmfcNMRX-<?WV$:mirmxfoZ> 0 

[015]015«, ^M^7"t:1#bixf^;v^f-5K(7)^^y^/^y^©^^ (C) 
<D 13 C @#:NMR^^^ b^Mirm Xfo& 0 

mmmm^ mmm5xnbtitt/^*^m^yx/v*ym&<DW& (a) 
(Dm^mu^^b/i-^M^-mxh^o 

mnmniz, mmimxmhntc%/v^^Y(D^>*/u*ym&(DWgB (b) 

(om^AU^^W^mirmxh^o 

[EU81EU8S3, ^it^7^1#^^/^drf-^K«^^/^^McD^^ (C) 
[0 19] 0 1 9 S3, »f?n0^1#^7c^/V^f-^KO7i^^/V^^»O^^fP 

^(D^i, (i) (Dm^mu^^w^mirmxh^o 
) (D^wsu^^Y^m-mxh^o 

[02i]gi2i}^ mmmi2XMhtitc^^^f-^m^^^>m^(DWMi ( 0 
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[0008] sltk. *mm<Dftmz^xnm\mmirz> 0 

[0009] ifWnK^. 4-(3-^nn-4-(^n^ntWT^/^yVfc/V)T^/7^/^V 

[ooio] jfwmmz, #/vtf3MKK£>i&i*, %mmz.tt. ^^^k^wj^-t 

[0011] ft:}b\ #/V2K=HKKtt, BI!g^H0O2/32872-^/-«^7U5/h^|E^O^©}5 
[0012] «BJK«, ^/i^^f-^KW^jgjBE^ftjtLTW:, mtf*fn^ vW/K* 

[0013] -^^,^*x^0fjf^{t^[Hi^^(2 0)«±o. 2° ©$5fflrt-eta^tfS£i: 
SfiS&gtfS&So Lfc^T, »*Xj(6llIJfl!:*3»t5ia*f^S*s^l!:-Srt-5*& 

[0014] «WH#^:&WT, m$t%&(20±0. 2° )9. 65° *3,fctfl8. 37° KM$Tt° 
-?Zilir%}m, m$rft&(2d)9. 45° -9. 85° *3j;tfl8. 17° -18. 57 
° KIII^fc^£#«jiV^i£lc!*U rnmf^g(2 0 ±0. 2° )5. 72° *5 
«fctfl3. 84° lC0^t°-^#^Jir«, rinliff^a(2 0)5. 52° -5.92° *3«fc 
1513.64° -14.04° (C[H^-^^1-Sji:V^^M*U rm|f^it(2 0 
±0. 2° )14. 20° *3it5l7. 59° ^0ifrt°-^^"r§J £J2, (2 0 ) 

14.00° —14.40° *3J;I517. 39° —17.79° [C[H$fft 0 — #£^Tf SjfcV^fc 

%mmu m^&(26±o. 2 0 )8. 02° ^ms. 14° imm^-^^-r 

Sjfctt, r[Uiff^S(2 0)7. 82° -8.22° ^^17.94° -18.34° M^ffe 0 
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-^^ir^it^^tmMU mmn&(2 6 ±0. 2° )9. 36° *3j;tfl2. 40 
° ^Wt o -^^1-5jr[Hiff^S(2 0)9. 16° -9.56° *5^12. 20° -1 

2. 60° \m^-?%^%\t\^b*mku mmnm(2 9±o. 2 0 )is. 7 

0° *5it5l7. 18° |C[Hl^ft 0 -^^i-§j^«, r[5I$f^lflf(2 0)15. 50° -15. 
90° *3j;tfl6. 98° -17. 38° £|§I^-*£#«j£V^££lc5i:U W 
^g(2 6 ±0. 2° )6. 48° *5j;tf9. 58° ^0$fft -^WI^J mffiftm 
(2 0)6.28° -6.68° &£X*9. 38° -9.78° Mifft-^^n-Sj £^5-£ 

[0015] ^mmmi^^x, iw^Mt)i62. 4 PP m^t p -^^-r5jt«, ra^^sa 

fTV\^>7M62. 4ppmiH®W^|W|^^t 0 -^^i-5jr^«ftL, 1^ 
^7^128. OppmlZllf— ^Sr^Tf-SjtW:, r»S^££#l-T 18 C@#aSTMR* 

E^U r^^>^K^102. 3ppm(J:fcf-^^ri-5jitt, TMS(7)»JS^^T 13 
C@f$NMR^^h/VS'J^ff V\ ^^>7M02. 3ppmtHff^J^^#7fefc-^ 
^ft5j:^t!*L, r^^7K^9. 9ppmt!:tr-^Sr^rt"5jfcB:, rii^©HiJ 

[0016] ^KSH^fcv^ r^^yh^jieo. 2p P mict°-^^f -rs j ys, rii^« 

S^^T 13 C[lft:NMR^^^h/^aiJ^^TV\ {^3*2^160. 2ppm£||JClftiC 
^^t-^^#1-§jC^M*U r^#V7h^J126. 6ppm}Ctr-^Sr#t"5ji: 
r®^(D«J^^^T 13 C@#:NMR^^h/^iJ^fV^^t:^7hl26. 6p 
pmi!^®^[C[Kl#^t 0 -^^i-§j^«*U r^'^V7h^J105. 6ppm^t° 

1^>7M05. 6ppmir^g|il^{C[W)^t 0 -^^-r§j-^E*U r>ffc^X7Hfo 
7. 8ppmfCbr-^^rf5ji:tt, rii^-(Z)SiJ^f^^T 13 C@#:NMR^^^h/V$iJ 
}&£fTV\ fb#V7p7. 8ppm^^W^^^fc°-^^1-§j^t^*1-§ 0 
[0017] ffl»^&V^ r^#cll61±lcm" 1 ^0«t°-^^i-§ji:^, r«ll60 
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- 1 1 62cm" 1 fcRjfet p —?%ii1r% j £v ^b&MMU r«;i044 ± lcm" 1 ICR 

[0018] ^jN8#l-*5V^-C, m^a068±lcm~ 1 Km^°-^^ir^it^ T«1067 
- 1069cm" 1 Kn^-^^ir^ J £V^£§rlc5feU r$$c9l8±lcm~ 1 mJfc 
t-^W-r^ji^, ^«9l7-9l9cm" l ^PlIlXt-^#1-5j^^5r^#ft 

1~<5 0 

[0019] ««H#^£;i^ r^i[ 1 324±lcm ^CP^lRt 0 -^^-r§ji:^, T«1323 
-1 325cm" 1 \mUt°-?Z^-tZ>}t\<^t$;sMU «579± lcm" 1 ^^ 

[0020] ^ii#^43V>-C, r^l750±lcm _1 ^Mt°-^^i-^J^^, r$$cl749 
~1751cm~ l imUt°-?%^ir%}b\<^b%MMU r«1224±lcm _1 (-^ 

Ut°-?%mirZ>]b^ mm223-l225cm~ l \mU^-^^ir^]b\^b 

[0021] ^mmW^^'X, r«1320±lcm _1 (^l|Xt-^#i-6jt{4, r$$Scl319 
-l32lcm" l ^Mt°-^#1-SjtV^5't?rm*U r«997±lcm _1 ^P^Jt2 
t-^iTf^J^ ^^gi:996-998cm" l iI®JlXt-^^-1-5jtV^5-^S* 

[0022] ^WiCk^T, r«l281±lcm" 1 ^J|Xt-^#i-§ji!^ T«1280 
-1 282cm" 1 MlRt-^#1-£j£V^£«0£U r«985±lcm" 1 ^P^JR 
K°-?%if~t%}bfe, mm984~986cm- 1 imUt°-?%^%}b\<^b&mM 

[0023] 

[0024] i. ^^imiihzt^Mm^MM^M^^ 
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^fiWI-ffiiJRB^tov^s, 0*L<fiS«(Z)lO"3Oftm\ J:«J0£L<fS2O 
[0025] 2. D -h;^^/V^V^^Tr.M.^(D^^(Dlt^^fe 

tx\ p-w^>^yt^m^tcimm^(D^^mm^^t^x^ 0 



WO 2005/063713 



17 



PCT/JP2004/019223 



tof&mtfrtb£M.*re<D&$i^ ioft-2mmxft?z.ttfx%% 0 

[0026] 3. ^x;v*>mmm(A)<Dmmm 
mmi) 

, ^L<n^/-^xh^> 0 

L<J±1. 2^MV^o 
H:70 , C-80 , C*C*)5o 

p H 1^i2ffl-efc3 0 
mm) 

Lxu/^^^zMM^tc^ mmmzMx., ^.(Dmm^u^xw^ir^t 



WO 2005/063713 



18 



PCT/JP2004/019223 



mm&(D®mitbi,x^ i:i-3:n?fc»j, m^<m-.2xhz 0 
Mmmxm\mm£N£^iiK ^mh<mo o c-mmu&xm, z.m&i>< 
mo°cxhz 0 

frb2mmxfoz> 0 

[0027] 4. *9yx;v7ts>&m<D&&(B)<pmminm 

[0028] 5. wyx/v*ymm<Dm&(c)<Dm^m 
mmi) 

%Z.bX\ *#>x/i'*^ffl&<D&& (C) &m&tz>z.k&x^z 0 

irmmumxhZo 
mm) 

9i/*j\<i£yfm<Dm& (c) *wtrz£.kft-?i*z> 0 
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0Rifc3) 

15°C#j£^#^i-Si^-C\ ^^/V^v^^^fH (C) Sr^ag-rS^t^-Cf 
L<J±1. 2^iffl^5, 

lM^2fflT*fc3 0 

(MM) 
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L<f*l. 8^fi-2. 2^MV^ 0 
20{§MV^ o 

§\ 0*u«3o^^2n#r E g-efc5 o 

CSBfc5) 

^^;v^y^o|g B a H (B) Sr^a-rs-fc-c, ^^^/v*yBI©>Sft (c) SrJttag 

[0029] 6. ^^/^y^(D^^/^/^^KlDfe(DMH B H(7)$g^^fe 
90*L<f*8~lOf&£ffl^5o 
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«*©W»b^LT«, l:l-l:5-efc«9, #*Uf*l:4-C&5„ 

o°c-8o°c-efcs 0 
iM^2MT*&5o 

[0030] 7. ^^^>^Jj<P7fc^<Q^ii(F)g)»-^ 

*U«20i^itTiP^ o ^m^px.5^**5J;020@ i^Px.§ 



WO 2005/063713 



22 



PCT/JP2004/019223 



to%kM8tfrt>&m3r<*<D&iftt£. lo^-mmx-n^b^x^, &-£L<mmm 
[0031] s. ^^^mmmmnm^mwm^ijm 

z.tx\ &>xA^>wt!&<D&m\m<DW& (i) *mkt&z.k&T*%z>o 

x\ ^>^^>m^(DmmfQm<DWM i (i)^m^-r^t^x^ 0 «m 

g^^c^ S ^ f# t-ffjIJ ^L^V ^ &£L<iiSff(D5-10{^ «0£L<S27- 

L<«1. 2^MV^ 0 
^mmbLXte, ®mti--7v;<;-;v s l-7*$;-;V s tert-:W->M§ESrJB^ 

l:l-l:5-C*>t)^*L<H:l:3. 5XhZ> 0 

[0032] 9. ^^z^ymmmMai^m^m 
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°CXh% 0 

i. 5mmxhz 0 

[0033] 1 0. ^9WMt>>mm<D&& ( ft ) <PftH&:frifc 

GRifcl) 

*(D*^#(c||jiJK$ti^v^\ 0*L<H:^ry-/KO 1/10- 1/2, «fc90*L< 
f*l/6jBV>5 0 
(Sfe2) 
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< J32-:/n/ V-/v-e^ 0 

S^fiO^EgfJtfcLTW:, l:l-l:5"efe5,0*L<ttl:l. 5-1 :2~efo5 0 
1/2DJBV>3. 

WfiS«#tC$lJ^^V^\ ^L<St50 o C-70°C-trfci9, j;»3«L<f*60 
[0034] 1 1 , ^sx/V^mkVy^vwib^sY* Pfe^fea^Wfe 
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mmtLxn, mmmm^^mm^^t^x^ 
oft mm^o gmtte-m^ ^tz\t2-m\^nxmx.^thx^, 

°cxh% Q 

mmn&frbo o c%x<D}?;m^ io^-6^mxn^t^x^^ 0^mmm 
frb2\$mxfoz> 0 

[0035] ifwrn^mmmt^x^m-r^m^, mn, ^mmo^m^mmmt 

±mmmmtLx^ -mmm\mmistiz>, mmi. t&&m. mum, mm\ 
mmm, mmm, ummi &mm. m.mmmm^mf^tt-x^, mm^x 

/vn-^, T9tfT=?A, hy#Vh 1fy^>\ V^y^ tKndrV7°Pt°/M^/V-fe 
if^t&X^, 



WO 2005/063713 



PCT/JP2004/019223 



±mmm\tLxi^ mm, ==m\&, m&=-m\M, 

±mmmmm\tLx^ n^*, ^#st ^v%m, mm, m&Mm 
zmf%z.t&x%, 

±.m%immtcfeM-m%i&mtLxn, mm, ^rv/w^y-^r^y, y 
^v^wstf-w^, 7W^;ynwy|, ^>fy, ^ywry^ifc/y-fey 

±Bmm»MtLxn. mm, tfy^v^'y^K y°n\fyy^)^-~)V, 

, ^cygH-hy^ #yy/w<— r 80, ^^^r^K^^tf 

_hiEM»j^LT«, mm.. vym&. mmm. tmM, y^ymw^^mmm 

±MVoMMt\,Xn, mx.lt, *?yw<ys<y, ^vt/Wty^y, ^an^y-;v 
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±tmmtLx^ mm. mm. wmm. u-?^m. ^^s, r*-^#j 

^y-fm, v-i/3>m<D&ftftmmc\mm\mif ^t^x^ 0 
±mmamix ±mmmm^m t ms.^^xmm^ir^ 0 &mv&zx 

uimmzmmm'&t>itxmmik-t6o 
±mmmu. tmmmm^h. m-%itm. wmmmu mm 

[oo36] ^mm^BzmmtLxmmirzm-s, wmmm-im^ ¥m. nmm\- 

[0037] jfwn^m&u. M.^m^.mmmtLxmibxmxm, 

^wmmztt-rz^mtctemmm. mmmmm. mwmm. mmmm 

[0038] ^mm^^mmmtvxm^^m^. mmthx. mtutrnm, n 
ti. m^nm. Mm. m&mm. mmtc\zmmm*.h\,\ 

[0039] $tc. 4&m<?>1&& ^c-Kit^— Vm&fe&&*U c-Kit^-if(Dm 

st, m%mm. $mm. %m. mmm. wm#mmm&tte*mm) KM-rmm 
mtLx^%xh% 0 s&t^ x&mnm&fc C -Kit^— ^iB^tns 

Mastocytosis, TW^-, "SE*^©^JiitC^5f&j^fcLTfc^rt?fc5o 
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[0040] J&TK. *m£<DMM%m^MK1rZ>fctbKmMmmfZ>l)\ *&m&.z*i 

fcmfe£ft%h<DXfo^k\%m?&Xhfo\ 
[0041] M&Ml. 4-(3-^PP-4-(^P^PfcVVT^/^^/V) T^/y^/^y)-7-^ 

H^TO02/32872^>:7WM-ffifctf\ ^-/V N-(4-(6-#/W^ 
^;V-7-^i/-A-^^);V)^i/-2-^nny^.=.;V)^;W^—Y{17. 5g, 37. 
7mmol)£N, N-vW/V*/VAT5K(350mL) «fi?U S*#H^Tt-Tl>cj£ 
^^^nynt°/VT^(6. 53mL, 94. 25mmol)^P?L ^&-e-0j&»Lfc o H 
75L) tdjp;t, »Lfc Q #fmLfca^^«^LT, 70°C-C 

m^Ltc^mm-mu^b^7ox:x8mmm^x,mB^B(i2. 9i g , so. 2 

%)£#fc 0 

[0042] 4-(3-^PP-4-(^P7°PhVkT$y^^fe/^T$^ 3 :y^»-7-^ 

[0043] N-(2-^PP-4-tKP^> / y^^;k)^7— /V— 

[0044] [ftSl] 



[0045] 4-T^y-3-^PP^^/— M23.7g)^N, N-i^^/V^/VAT^KUOOmUMv© 
L, 7X^Tt°yv 5 V(23.4mL)^Px.fcm, 20TOT^PP«:7;n=M23.2mL)<HI 
TLfc 0 ^fi^T30^»<7^ *(400mLX M^^/H300mL), 
6N-HCl(48mL)^Px.«#(Z)m, «S^SfL7c 0 W$§S£l0%&fcR(200mL) 

^46g^@#:i:LT#7c 0 

'fi-NMR^-^hMCDCl ) 5 (ppm) :5. 12 (lh, br s), 6. 75 (1H, dd, J = 9. 
2, 2. 8Hz), 6. 92 (1H, d, J=2. 8Hz), 7. 18-7. 28 (4H, m), 7. 37-7. 43 ( 
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2H, m), 7. 94 (1H, br s) 
[0046] (2) l-(2-^nn-4-tKn^^^/V)-3-^n7°ntV^WT(Z)ig}t 
[0047] [fk2] 



[0048] y^/V N-(2-^nn-4-tKn d r> / 7ai^;V)^7— b^r, N, N-v 5 ^/^ 

H«#Lfc 0 *(400mL), M^/H300mL\ 6N-HCl(55mL)M;tTif #<DiL 
«S^ilbfc 0 #M£lO%«*(2OOmL)-e20»(DiL «^^<7A 

$22.8g£#fc 0 (4-TV-3-^Pi373iy— /V^^©JR*77%) 
'H-NMR^^^h/KCDCl ) 6 (ppm):0. 72-0. 77(2H, m) , 0. 87-0. 95(2 

3 

H, m), 2. 60-2. 65(lH, m) , 4. 89(lH, br s) , 5. 60(lH, br s), 6. 71(1 
H, dd, J = 8. 8, 2. 8Hz), 6. 88(1H, d, J=2. 8Hz), 7. 24-7. 30(1H, br s) 
, 7. 90(1H, d, J = 8. 8Hz) 
[0049] (3) 4-(3-^nn-4-(^^P7°ntWT5y^^=/V) T^y^^7^^)-7-^h^^ 

^^vK*/l^3rVK(20mL) fC, 7-^h^-4-^nn^/yy-6-#/V^1^K( 
0.983g) , l-(2-^nn-4-tKn=¥^7a:^/V)-3-^n7 P ntVV!>l/T (1.13g) 

W88%) 

[0050] ie^l3. 4-(3-^PP-4-(v-^P^Pt:°/VT5/^/^^/V) 7^7xy^)-7-^ 

^^#H^T,KJS^^7-^h^v'-4-^nndryyy-6-*/^=3rf-5K( 
5.00kg, 21.13molh SW/l'Xrt^^S'K(55.05kg), l-(2-^nn-4-tKndriy7^ 
-3-^n^°nt 0 /V^^T (5.75kg N 25.35mol) *3 itfcWAt-^HE^K ( 
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2.85kg, 25.35mol) £Jl!S#ci£AWfc 0 20°C^30#jf#U 2. 5H#f^ 

frrtxnm&Q5°c~£-x:±%-^fc 0 mu&ximrmwvtm, 33%( v / v )ti? 

hy*(5.0L)*3<ta«*(10.0L)Sr3. 5mmfrtfXm TUfc, MTUT^, 60°C-C2R# 
B9ift#U 33% (v/v) T-feh>* (20.0L) fcitfrfc (40.0L) £55TO JrCl«^ 
iKITLfc, 4O°C-ei60#r H m#Lfc^, WffiL^i^SSffi^M^J^ 
33%(v/v)T-feh>*(33.3L) x ^fc(66.7L)*5j;tJ'T-fehV(50.0L)-C|l|g^ 
^tr H ^»L^ 0 #Wc|£ H R H ^^«^ii^^t, 6O°C-e220#^ 

m%u mt^k&m7. r ?8k g %mc 0 («96.3%) 

[0051] ±|EM^fyi-3^1#^7t4-(3-^nn-4-(V^n^ntVVT5y^y^= 
fffte, V^tbt@^M^02/32872^>^7>s/h^iE^©, 4-(3-^nn-4-( 

y^n^D tv^T^y^^^v) r^jy^j^y) -7-^h^y-6-^ yy^/v^f- 
[0052] gj&ML 4-(3-^PP-4-(^P7°PhykT$y^^fe/^T$^ 3 :y^»-7-y 

^>-fi-=fr/y^;^-frgR ^M^M^ 

4-(3-^nci-4-(^n7 0 ntVVT$y^;V^;V)T5yy^ydr^)-7-yb^^- 
6-dr/y^#/Vtf;^f-5K (854mg,2.0mmol) Sr^y— /]✓ (l7mL) SCi^iTdft^L 
, miL100°C<Dmm&m^rWlfcT, 2N^(l.lmL,2.2mmol)£K)S»MTUh 

*£ii£r5&U ^^/-/V(4.3mLx2)-e»U 5*eU^il^«(1.5ffl)fL 70 
°C^TS®« (23TO U mmm^B (786.1mg,85%) £#fc c 
'H-NMR^yfvWDMSO-cO 5 (ppm) :0. 30-0. 50 (2H, m), 0. 60-0. 7 
0(2H, m), 2. 56(1H, m), 4. 06(3H, s), 6. 86(1H, d, J = 6. 4Hz), 7. 29- 
7. 35(2H, m), 7. 60(1H, d, J = 2. 8Hz), 7. 64(1H, s), 7. 88(lH, s), 7. 9 
5(1H, s), 8. 07(1H, s), 8. 34(1H, d, J = 9. 2Hz), 8. 70(1H, s), 8. 91(1 
H, d, J = 6. 4Hz) 

[0053] mfe 4-(3-ypp-4-(^p^pfcyvT^y^/^^) T$s7*;*is)-7-t 
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^/V^drf-^K (500mg, 1 . 1 7mmol) ( 1 OmL) KWM^XMW 

U W-mOOVtDmm&m^XMtftT, lN^**^*^(1.3mL,1.3mmol)« 

£6&U ^/-/V(2.5mLx2)-ej5fe?f-L, 6&U:^S«M(15#Pb1)^ 100°CtC 

xnmm%(22mm) u m&&& (483.7m g> 8i%) &#fc 0 

1 H-NMR^^^h;V(DMSO-d 6 ) 5 (ppm) :0. 40-0. 50 (2H, m), 0. 60-0. 7 
0(2H, m), 2. 58 (1H, m), 4. 09(3H, s), 6. 89(1H, d, J = 6. 4Hz), 7. 26 ( 
1H, d, J = 2. 8Hz), 7. 33(1H, dd,J = 2. 8, 9. 2Hz), 7. 59(1H, s), 7. 62( 
1H, d, J = 2. 8Hz), 7. 90(1H, s), 7. 96(1H, s) , 8. 06 (1H, s), 8. 36(1H, 
d, J = 9. 2Hz), 8. 72(1H, s), 8. 93(1H, d, J = 6. 4Hz) 
[0054] mmma. 4-(2-^xixi-4-(^xiy'xi\f;VT^^;V^;V)T^jy^^y)-7-^ 

4-(3-?nu-4-(y?vy°ut°/PT^/%/V^/V)T^/y^/^y)-7-*h^y- 
6-dryy^/^df-f-^K(150mg,0.351mmmol)(C, m&X^y ^ /V7,;V**yY 
(1.5mL)*3j;t) ? p-h/^^/^^^*fP^(80mg,0.422mmol)^n^fc o —RW- 

(2.25mL)^PX. > ^ H p H £?§$?£-frfc 0 ^(DmW&^U&XfcftiU ^©SSHRfWit 
#Lfc 0 WfflLfdiS&^&U^ 60°C-C«L, MfE^ H a 0 (177mg)^#fc o 
'H-NMR^^^h/V (400MHz, DMSO-d ) 5 (ppm) :0. 39 (2H, m), 0. 63(2 
H, m), 2. 24(3H, s), 2. 54(1H, m), 4. 04(3H, s), 6. 88(1H, d, J = 6. 4H 
z), 7. 05 (1H, s), 7. 07(1H, s), 7. 21 (1H, d, J = 2. 8Hz) , 7. 31 (1H, dd, J 
= 2. 6, 9. 3Hz), 7. 41 (1H, s), 7. 43(lH, s), 7. 59(1H, d, J = 2. 8Hz), 7 
. 86(1H, s), 7. 92(1H, s), 8. 02(1H, s), 8. 32(1H, d, J=9. 6Hz), 8. 68 
(1H, s), 8. 91 (1H, d, J = 6. 4Hz) 

[0055] mmm4. 4-(3-^n-4-(^xiy o ^;vr^;v^=-;v) T^/y*/**/)-7-* 
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6-dr/y^7V^^f-^K(150mg,0.351mmmol)^, ^UXi?^/WV^i/\? 
(1.5mL)*3j;U5eft^(23/i L,0.422mmol)^Px.rt o —SMWLb%:o1t&, i~<K^Mi^ 

&tc 0 ^mm^n^xw^u ^<D^i6mmwLtc 0 ^mb^^ML 

'H-NMRX^^h^ (400MHz, DMSO-d g ) 8 (ppm) :0. 39 (2H, m), 0. 63(2 
H, m), 2. 46(2H, d, J=l. 2Hz), 2. 52(1H, m), 4. 04(3H, s), 6. 88(1H, 
d,J=5. 8Hz), 7. 21 (1H, s), 7. 31 (1H, d, J = 8. 2Hz), 7. 56(1H, s) , 7. 5 
9(1H, s), 7. 86(1H, s), 7. 93(1H, s), 8. 02(1H, s), 8. 33(1H, d, J = 8. 
2Hz), 8. 68(1H, s), 8. 91 (1H, d, J=5. 8Hz) 
[0056] mWM5. 4-(3-^PP-4-(^P7°PhVkT$y^^^/V)T$y^ 3 :y^»-7-^ 
^>-6-fr/y^/I^--frgR *9^X;V*y&m<Dte& (A) 

mmi) 

4-(3-^nci-4-(^n7 0 ntVVT5/^;V^;V)T5yyaiydr^)-7-^b^^- 
6-^yy^/V^f-5K(700mg,1.64mmol)^^y— /Hl4mL)^oJ;I>>^^^^ 
^(143/xL,1.97mmol)(D^^?R(C70 < CT*^$*fc o 4-(3-^nn-4-(>^P7° 

mm) 

6-^/y^#/V#^1^K(600mg,1.41mmoD^ fftWGnL)&£Tfi&>Wl>&>&. 
(200 ju L,3.08mmoD<^jl'^^^50 < C-r-^fl?$^:^o 4-(3-^Pm-4-(i^m7°P 
tVVT^/*/V^^/V)T^/7^/^^)-7-^h^^-6-^yy^/^^f-^K(D^ 
«i&U^ ^^/-/H7.2mL)*5j;^4-(3-^nn-4-(^i3^ I nt 0 /VT^/V 
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tz 0 mtitc^^eovx^mu um%& (545m g ) mfto 

[0057] mWM6. 4-(3-^PP-4-(^P^°P^T^/^^^V) 7^7x;^)-7-^ 

]±i^±j^M^±lE ^^Mvlio^l (b) 

tf H (l) (250mg)£30°C7?3B#P^ 40°C-ei6B# ^ilS^ML, UfflfcMi (240mg) 
[0058] mmm7. 4-(3-^PP-4-(^P:/PfcVVT5/fr7Vfe/M T$/73: ^v)-7-^ 

mm) 

Mt&M8<D (M^l) -e#btLfc4-(3-^PP-4-(^P7°PtVVT^y^yV^/V) 
/^yV^dfv-Kft^l(^^^(600mg,1.15mmol)}C, g^^n-7/^/Kl2mL)»XL, Rlfc 

imu5°cxiomrmwu £b^nx\.mrmw&, m^mmLtc 0 eoic-e 

mm. mm&& (503m g ) %mc 0 

mm® 

mmmoxnhfofc4-(3-?nti-4-(i/?u7ri\i°/VT^/%/V7$^/V)T^/7^ 
^(D(1.28g)|C^/-/K6.4mL)^P^, 40°CX^M^. mUSt^Rf^m^m 

rmwLtco vtMLtcffi&%MMLfc^ 5o o cxmmu mm£&(o.87 g )*mco 

4-(s-^ uu -4-(^uzfu\iyvT^/^/v^=./v)T^/y^/^y)-7-/h^y- 
6-^/y^/^drf-^K(2.00g > 4.69mmol)^^(14mL)W^/^^ 
(0.37mL,5.62mmol)(Z)^«t^Px.^ 40X:XMMt$&tc o mM&$mUt&. Ef^ 
ft^2-7V/V-/H9mL)^oj;t;4-(3-^PP-4-(^P7 0 PtVVT^y^/V^/V 
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wu ^Ki5vximmmwhtz 0 mm^tdfc&zw&LtzM, eovxmmu m 

fE^ti 1 (2.22g)^#7c 0 

mm*) 

6-^yy>-*7V^^5K(1.28g,3ramol)joj;»i^(12.8ml)^M^-L, Z.<DMfflWi\Z* 
^V^^y^(0.408ml,6.3mmol)^j]Px., mUXMWLXmM^tc 0 RfoW%m 
S®30°C^T»U 2-:/n/V-/V(7.7ml)£»Uc 0 4-(3-^no-4-(^n 

yTy^)VTfrym%,(F>Wfe& (C)^Px, Mt2-7°c2/V-yv^l.28ml-f oi40ir 

-/K4ml)^T»L, 60°C^T^L, ^firi^ (1068mg) £#fc 0 
[0059] ^jjm 4-(3-^PP-4-(^n-7°PbVkT$ T$ ;7x^)-7-^ 

MM. 

mm) 

4-(3-^nn-4-(^nyntVVT^/^/V^/V)T5/y^/drV)-7-^h=3r^- 

6- 5ryy^/V^drf-5K(700mg,1.640mmol)(C, ^U^W/KV^^R(7mL)£ 
;&P£, 80°C-e^$-frfc o 60^P^;VV/1C^(143^ LJ.97mmol\ 

7- ^h^r^-6-^/y^/V^drf-^K ^^Vl^lfe^©^ i, (A) ZBCfowK 

MWmx., £bKffim^M5.6mL)%45ftfrtfxmTLtc 0 mm^^m TUT 

^tH^&LfcfL m°CX^mU ^fB^^(746mg)^#fc 0 
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mm® 

6-^/y^/^drf-^K(854mg,2mniol)^, ^?ST^fvKVl^^>K(6.8mL)£;!jn 
n-4- (^n^ntV^/*M^/V) TKJ7 -7-^^-6-^ 

lyilU llfB^S, (1095mg) Zfflto 

6-^/yv#/V^1KK(854mg,2mmmol)^ ^UXiy^J^/U^^\6.8mL)^: 
DUX., 62 0 CXmM^fc 0 mMmX~WlsXJVftym(454»LJmmom£m-(3-# 
on-4- {^?uy°u\i°/VT*J3l/V^;V) T^jy^/^y) -7-^h^y~6-^y])y 

-;Kl3.6mL)Srl^Bg^^tT»TL^o 2-:/n/V-/MZ>igiT& rfc, K«£2R# 
ra^^tTlsr^ML, ^lMi5:-e305>»Lf' o WmLf'^H^mUcIlL 60 
°CX&mU mm^Mi (1082mg)£#fco 
[0060] lift 4-(3-^T3P-4-(^P7°PfcVkT$/^^^/M 7^/7x;^)-7-^ 

6-^yy^/V^f-5K(150mg,0.351mmol)^, M(1.5mL)&J;tW^;Vl^^ 
(31 /z L,0.422mmol)0^»(-50' : C^^$*7C 0 ffl^f- 
/K0.6mL)&J;tJ^M^5<D (M&D Xnhtltc4-(3-?vu-4-(y-?v7°vt°sVT 
T^/^/^) -7-7fh^^-6-^r/y y#/i^=¥i^K *$>*/\<^ 
(A) «J»d«#P;t, £^^^Ml.8mL)£2«;WtTM 
TLfc 0 gfrt^/^MTilT^ S«^50°C^30^#L, ^v^?a-e7.5 
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it, 

[0061] mmmo. 4-(3-^PP-4-(^P^P^T^y^/^'^)T^yy^/^^)-7- 

6-^yy^/V#df-f-^K(2.00g,4.69mmol)^, &&&\4Ml&&X$Wl/Wtt/fk 
(0.36mL ) 5.62mmol)^?M^»^40 < C^fi?^^c o fm%$mUZ&, l-zfus< 

v-)-7-^h^V-6-^r/y^7V#^^^K y^V^/V^VIi^®^^ (C) (lOOmg) 
&B.J&mz.m&Mx^ ^^^l-^n/V-MMmD^i^^y^ntVKlOmL) 

[0062] ft4b\ y^V^/^^^'H-NMR^b^v-^Mfi^J^T^^fc^-efe^o 

'H-NMR^^h/^CDMSO-d ) 5 (ppm) :0. 44 (2H, m), 0. 67 (2H, m), 2. 

6 

36 (3H, s), 2. 59 (1H, m), 4. 09 (3H, s), 6. 95 (1H, d, J = 7Hz), 7. 25 (1H 
, d, J = 2Hz), 7. 36(1H, dd, J=3, 9Hz), 7. 63(1H, d, J = 3Hz), 7. 65(1H 
, s), 7. 88(1H, br s), 7. 95(1H, br s), 8. 06(1H, s), 8. 37(1H, d, J = 9 
Hz), 8. 73(1H, s), 8. 97(1H, d, J = 7Hz) 
[0063] gffiMl 1 ■ 4-(3-^PP-4-(^p-7°PfcVkT$ T$ -7- 

mm) 

4-(3-^PP-4-(^nyntVVT^/^/V^/V)T^/y^/^V)-7-yhdr^- 
6-^/y^#/V^lKK(150mg,0.351mmol)^ ga^^/l/^A*^K(1.5mL) 
*5iU?^^/^^^(34M L,0.422mmoDSrin^*P$*fco 60<C-C\ KJfcifcfcSfc 
g^Ml.5mL)£l.5«;WT?iTU TO^/WMT^TLT30^M^ 

fcgl^IlLfct, 60°C^MU ^fS^fi. (176mg) £#fc 0 
0Rifc2) 

4-(3-^PP-4-(^P7 P Pt 0 ;VT5y^/Vfc/V)T^/^^/^^)-7-ybdr^- 
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6-df/y^/V^f-5K(2.00g,4.685mmol)(^ m&^?/~M4toaL)&£(f^? 
>X/Vfr>m459ii L,5.622mmol)^P^., 65°C^#$^c 0 ^ 22°C<Z)?S 

)^Px.fc 0 £k^«£7l«*#U WffiLfc^i^WUciL 70°C-e^ML 
[0064] mmm 1 2 . 4- ( 3-^pp-4- (^p^Pt^X^/^/Vfe/V) T$7^ m/^r y/) -7- 
GRifcl) 

y^v-) -7-y h^f v--6-3vy v^^-y-^K ^v^*^^^ ( a ) 

(198mg)^^^y-/H3mL)*5iIF7K(0.5mL)^nx., M^HJ£«3ffl»Uc 
o ^«»Lfc^ 60°C-e^L, £fEJ£ft(89mg)&#fco 

6-^yyy^/V^f-5K(150mg,0.351mmmol)iC, ^fi^g^(0 JSmO&itJ^y 
^7V^^(34ML,0.422mmol)^P^, 60°Cl?^$-&feo >fc(0.225mL\ 2-7°P/V 
-/K2mL), %mm\2<D m^l)^nhtlfc4-(3-^nn-4-(^n^vi\i°/vr^/ 
TX/7*./^y) h^y-6-*/V ^A^f-^K rn^jwfry 
8fc&©*£iSi ( 3 ) *3 J;U ? 2-y 0 n/V-/H2.5mL)^JST-SidlI»^.fc^, S» 
2.5W^t0t*t^IU 30#jf #L/c 0 WffiLfc^ B 0 H £»UciL 60°C-C^ 
(139mg) £#fc 0 

[0065] jfefifeflil 1 3 . 4- (3-^ p p-4- py°pfc°/VT^7^/V^^/V) TjZ2sZ±^) -7- 

4-(3-^nn-4-(V^n7°nt°/VT5/^/V^/V)T^/y^/^^)-7-ybdr^- 
6-^/y^/V^^f-^K(400mg,0.937mmmol)(C, SfiT*i^/l'X/l^^K(4mL) 
SriP^L, 60°C-e^$^c o ^9l/X>Vfc>m$2ii L ) 1.124mmol), g^rn^vv 
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>fm<o&& ( 0 ) zRfomimnktox., 6o°c-e2o#«#uc 0 ^hKEi^mKmm 

[0066] ft4b\ ^^^/^V^^'H-NMR^^^^Mft^J^T^tfc^-efe^o 

1 H-NMIW^^h;V(DMSO-d 6 ) 8 (ppm) :0. 43 (2H, m), 0. 66 (2H, m), 1. 
05(3H, t, J = 7. 4Hz), 2. 38(2H, q, J=7. 4Hz), 2. 58(1H, m) , 4. 08(3H 
, s), 6. 88(1H, s), 7. 24(1H, s), 7. 34(1H, d, J = 9. 0Hz), 7. 60(1H, s), 
7. 61(1H, s), 7. 88(1H, s), 7. 94(1H, s), 8. 05(1H, s), 8. 36(1H, d, J 
= 9. 0Hz), 8. 72(1H, s), 8. 92(1H, s) 

[0067] &mm. mmwmm.m 

a) cMmm5xnhti±h<D) , ^/v^^kc^^mo^ (o mmmix 

mhtifch<D) ft£if^*yw*vmm&T. ^/Ht) ( jS ) (;£»Ji2 

T#ktofct<D)<D^#j£g£\ mfey^^tl.H. Wood^j, J. Pharm. Soc. , 5 
4, 1068 (1955) ^#M)(Cj;i9WT^#(-TaiJ^L7Co fc*3, ^Mi^0HJ 

mK^mmtm&t(Dmm\mmmmtcnx\^mm^m\'xnmLfc 0 

mm : H 14QfcIE 0 <7>-«!K»& ( jttSlt«£r) (CfE*c^fc||2m (pH 

6. 8, 500mL) 
©g:37°C 

*fjX?<D m^MS. : 50rpm 
X>^^^^^^1-5ijH*©ffia:lcm 2 
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(HPLC©&#) 

*y^:Cadenza CD-18 (^^bW^^M; ft#4. 6mm, 100m 
m, $H^3 ju m) 

OmL/# 

H 0:CH CNrHCIO =990:10: 1 (v/v/v) 

2 3 4 

CH CN : H O : HCIO = 900 : 1 00 : 1 (v/v/v) 

3 2 4 

B$gtf>«g:20% 
£A*:100AiL 

t&m : mwmvjcm\ mm®.& ■■ 252 nm ) 
mm 

[0068] [^1] 



(/;g/5]Vcm 2 ) 


as«tft 


0.8 




4.7 




8.7 


>*>;i/K*(A) 


11.8 


>v;U£i£(C) 


15.5 




18.5 



[0069] V^^^fef-*3V^, Mft:(D^ t r E! i:itKLT^?«^^<±#L 

[0070] ft^ 2 . ^-^^t-^^^ain^ 
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jKy^W^yn-/M00/40% 0. lMiMTK^t-^^ tffMW^# 
[0071] [Jt2] 











>-> 


/HI£(A) 


«*iitL»+B£maii*ra(T mi j 


(hr) 


1. 17±0. 4 


2. 67±0. 7 




67±0. 3 


S7vMS+;I)t(c m „) 


(ng/mL) 


53. 3±9. 9 


480. 


4±31 . 4 


397. 


1 ±100. 1 


24B#[BI*a)rtL* + S£(C 24hr ) 


(ng/mL) 


24. 0±9. 0 


100. 


5±81 . 7 


17 


. 1 ±2. 5 


AUC 0 24hr 


(/ig hr/mL) 


0. 6±0. 0 




8±0. 2 


3. 


0 + 0. 4 


BA 


(%) 


9. 1 ±0. 4 


73. 


5±2. 3 


46 


. 2±5. 9 



[0072] V^T^^Ig^^^VNTt^MfrtD^^titKLTS^Mf^^Sfc^^B 

[0073] mummioXxm^mMm 
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a-l. 25^ *B*j1Sg75% 

b-i. 25r, ^*nag93% 
a-2. -2ov mm) 

b-2. 25T:, »Jt (1000/V^;fcfcLT^fg-C«, OT) 
c-2. 25°C,«W(1000/V^ N ^H) 

d-2. 4or, mnm&75% 

e-2. eor (fS;fc£'u ^v'/vM^g^iifp^(7)^ f a (i) K^xtab-rMz. 

&ffimz7k&£x$wy-/v<Dmm(3:i)*M^xmi&m&&o. im g / 

m^mfciz^x, ^Ti^irmfe&ftxHPLcm^mmz^K mmtsti 
z>K°-?tim%mfeu mMtim&^m^mmm&Mtbt-o (o. os%ex±<D^ 
mm*wsv\Jk. 0 ) 

m*<D7fmmm(%) = m^^mm^-mm) x ioo/{ c^^i^r© 

(HPLC$lJ£^#) 

#7^:Mightysil RP-18GP(llj|C^¥t^£f±M; ftg4. 6mm, *7 AS 15 
Omm, |&i^3 u, m) 

mm- 

AW HO:CH CN:HC10 = 990: 10: 1 (v/v/v) 

2 3 4 
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BW CH 3 CN : H a O : HC10^= 900 : 100 : 1 (v/v/v) 
[0074] [£3] 







0 


5 


3 


20 


15 


20 


30 


100 


30.01 


5 


35 


5 



[0075] ftAt:10//L 

: m^m^im («« ■. 252nm) 

*-h-V->Zfy-Mm : 10°C#3ff<D-£Sj£ 
4. ^*XH0jf 

3I14&IE 0 ^M^O-^l^&^fB«$tL»*X^[lI«J£fe (B-6 14- 
619) SkTomfe&ft-ZftofZo 
&%mm: RINT-2000 (S¥®$M«£*±®D 
tfflXi:CuKa| 

: Vyf-V— 
Wffi:40kV 
H^ftfc :200mA 

«#:26/0 
5fefif5ffl:2 6 =5° -40° 
m&VvY:0. 5° 
*SUyyh:0. 5° 
%ytXVvh:0. 3mm 
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5. fcfrsmmm 

[0076] [^4] 



[0077] [^5] 



[0078] [^6] 



[0079] [g£7] 



^s)imfa<Mfe& (C) CDP&M'ftM 





7K^^M 






0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 







Mm 


tamtam 


0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 



>v;^BiSg)SilDft(Dl£ B B B (i)g)^lli iii 





7K / t^M 






2.9 


I 


a-1 


0.6 


C 


b-1 


0.8 


c 









asm*® 


1.7 


JS 


a-1 


1.7 


iS 


b-1 


1.4 


/3 



[0080] **SA>W&L<Dl&Mi (A) , ^/VBfeEoSfJi (C) 3o£X$^y/Vm&L<Dffi& ( 0 ) £18 
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[0081] [^8] 



[0082] [^9] 







(%)7k^#m(%) 








4.02 


0.3 


A 




a-2 


3.90 


0.0 


A 




b-2 


3.95 


0.0 


A 




c-2 


4.23 


0.1 


A 




d-2 


3.90 


0.2 


A 




e-2 


3.97 


0.2 


A 




















2.11 


0.7 


C 




a-2 


2.10 


0.7 


C 




b-2 


2.09 


0.8 


C 




c-2 


2.22 


0.7 


C 




d-2 


2.06 


0.6 


C 




e-2 


2.18 


0.5 


C 



[0083] miO] 









asm*® 


0.62 


2.9 


I 


a-2 


0.67 


3. 1 


I 


b-2 


0.66 


3.1 


I 


c-2 


0.87 


2.9 


I 


d-2 


0.61 


0.9 


c 


e-2 


0.84 


0.3 


B 



[0084] mn] 
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tiim&m 0.55 1.7 

a- 2 0.48 2.0 
b-2 0 46 2.5 
c-2 0.49 2.1 
d-2 0.48 2.0 
e-2 051 22 



13 
13 
$ 
13 
13 

A 



[0085] **/;v&m<nifc& (a) , &;v8m<»i&& (c) &xxf&;vmn<Dm& ($)\m 
^xf^m(Dmw^m^i:u^Bmm~i^n^<>tc 0 u^u^, 4o°c, 

t@^fi®75%^TTl£#Lfcf^^ 
[0086] ftftflH ^ZkM^MaiB) (^^[6-C#Wct)Q)Op|I^^X^[nij7T 
, HS#C3%, 30%, 50%, 60%, 70%, 75%, 80%*3 £1^85% ^gLfc 0 

t@*J-SS3%-7o%-e^t//v^to^,r H (B) ^M^i^m&^ft 
^ofc#\ t@^j-SS75%4oJ;U?8O%-e^^M©^ir 0 (B)W^SH© 

5%"Z±X*i/A&m.<DW& (C) K&®Ltc 0 

[0087] fi^fiis. ^/vm^fvv^fr^K? p» (£ffifll8(P fflafel] -e# Wtft 
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um^bv-?- ■. pct-20 m^mmw^mm) 

$iJ)tSJt :30°C, 40°C, 60°C\ 80°C, 120°C, 140°C, 180°C, 200°C, 205°C, 
21O°C*3J;0215 O C 

[0088] m^mmrmm) 

m&n. mmmu 2, 3, 4, 5, 7 N 9, 10, n^m2xnhtitc^m^^ 

-619) Mi\ £kT<z>Mfe0iW'??Totc o 

®.m mm ■. rint-2ooo m^nmw^&m) 

ffflXi:CuK«I 

W®£:40kV 
W®»tE :200mA 

frtzj-v>\>m&mtmm<oi&& (D t-ov >t«, 2 0 /#) 

^atfi:26/0 
j£Stf&ffl:2 6 =5° -40° 

SfcSUyyhrO. 5° 
^%^)yY:0. 3mm 

[0089] Mitf^l, H^fll, 2, 3, 4, 5, 6, 7, 9, 10, ll*5j;012-e#Wc#^H H H^ 
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4 6 2 4 
2833 
1373 



6 807 
6158 
4822 
3985 
3117 

2782 
1997 
0436 
9512 



2058 
2108 
5392 



442 1 
2712 
2692 
3058 



2438 
2942 
4200 
1667 
2196 



2212 
1096 
1721 
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M : CMX-300 (Chemagnetics) 

mm^n:^J(P^^y^^» 56ppm) 
9I®R: 18 C(75. 497791MHz) 

/ K : TOS S $IJ £ 

[0099] IW5fcit;7t1lbtimii© 13 C|*NMia^^R^tlHl4^ 

j; trig 1 5 k^u itms? vzzwefimo&z&mi i^ut, 

[0100] [3*20] 



169.7 
162.4 
156.3 
147.5 
142.3 
137.0 
130.1 
128.0 
123.4 
120.5 
114.6 
102.3 
98.4 
58.8 
39.2 
23.8 
9.9 
5.7 



[0101] [£21] 
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170.9 
166.1 
160.2 
155.3 
148.1 
144.6 
142.4 
136.8 
130.3 
126.6 
122.9 
121.4 
115.9 
105.6 
97.0 
57.4 
39.3 
21.9 
7.8 



[0102] (fc^mux^h/wmm) 

m) i-t£V\ FT— IR Spectrum-One (/^-^^V3l/W—^•Y/^V|±$i)^V^T, 
PJSfaia4000-400cm" 1 > ^MM^m'^y^tc. 

[0103] mmm5s 6, 7, 10, ii&£m2^btitz&t&&<Dftft&i\&^?w>ttti 
^nm i6- 021 \z&u mu^-wmmcm- 1 ) axximmm (%t) ^weti 

[0104] IM22] 
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*>;u»»(a) 


Kife(cm 1 ) 


%T 




%T 


jj$if (cm 1 ) 


%T 




%T 


3306.50 




1350.26 








523.19 


63.87 




8T6¥ 




8T2T 


827 77 


7T5T 


458.48 


77.37 


2676.03 


90.20 


1280.50 


77.49 


811.59 


76.37 


428.43 


84.18 


2179.21 


92.50 


1239.62 


73.06 


775.98 


73.68 


404.39 


73.43 


1 709.03 


76.99 


1204.43 


65.76 


756.07 


82.42 




1689.20 


75.28 


1194.13 


65.42 


739.83 


85.42 


1639.51 


83.49 


1181.63 


65.44 


721.85 


79.51 


1589.27 


83.46 


1161.34 


62.76 


697.83 


84.41 


1526.06 


76.88 


1091.07 


79.89 


681.20 


81.05 


1492.40 


85.76 


1044.40 


60.26 


642.73 


72.54 


1456.75 


74.01 


985.56 


78.02 


595.47 


76.50 


1420.18 


83.16 


911.30 


76.39 


550.94 


56.67 



[0105] [^23] 









%T 




%T 


358 (cm -1 ) 


%J 




%T 


3403.30 


88.90 


1447.27 


70.65 


1034.51 


53.11 


621.03 


80.63 


3288.86 


87.65 


1418.76 


72.95 


988.08 


74.83 


582.94 


68.34 


3148.98 


86.30 


1385.12 


68.18 


957.1 8 


82.10 


553.10 


54.69 


2500.86 


89.65 


1349.46 


74.29 


917.63 


74.99 


524.26 


52.32 


2071.00 


90.59 


1281.22 


76.13 


885.07 


76.41 


460.20 


71.59 


1975.82 


90.44 


1259.90 


66.26 


846.37 


75.01 


445.97 


70.23 


1676.34 


72.60 


1238.09 


73.20 


824.56 


71.62 


429.58 


74.11 


1654.00 


75.28 


1216.34 


65.61 


774.19 


68.81 


417.86 


77.33 


1610.72 


80.67 


1187.31 


65.81 


740.35 


79.48 


404.47 


75.14 


1585.16 


80.02 


1147.23 


59.40 


717.65 


83.13 




1549.95 


76.15 


1086.20 


72.28 


697.26 


75.94 


1492.04 


71.57 


1068.05 


78.63 


667.94 


76.40 


1474.49 


78.84 


1051.40 


77.11 


648.45 


76.93 



[0106] [^24] 



*>juita(c 






%T 




%T 


;M(cm" 1 ) 


XT 


$8 (cm -1 ) 


%T 


3423.95 


95.31 


1454.93 


79.66 


1053.79 


88.07 


678.66 


86.22 


3387.99 


94.61 


1417.85 


85.41 


1031.32 


69.48 


622.21 


83.97 


3265.37 


94.09 


1390.53 


79.57 


999.13 


86.02 


599.75 


82.04 


3134.95 


93.21 


1352.31 


83.39 


957.03 


92.45 


589.04 


82.04 


2189.73 


96.49 


1323.76 


82.35 


923.13 


91.37 


578.57 


84.66 


2055.55 


96.35 


1286.71 


83.52 


909.07 


83.03 


553.91 


71.59 


1701.76 


86.67 


1259.58 


78.08 


885.46 


87.22 


522.49 


56.69 


1682.83 


77.44 


1241.58 


83.13 


873.44 


88.13 


502.44 


71.80 


1652.89 


90.15 


1211.19 


71.92 


849.08 


79.00 


456.20 


76.23 


1613.76 


88.25 


1185.21 


72.85 


823.54 


86.89 


446.12 


77.77 


1587.67 


89.60 


1151.72 


68.76 


770.37 


80.47 


419.73 


79.39 


1528.85 


75.23 


1132.10 


77.56 


746.03 


83.64 




1474.24 


89.39 


1094.87 


80.65 


720.92 


92.81 
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[0107] [^25] 
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*>IUW(D 




%T 




%T 


iJSii(il(cm 1 ) 


%j 


;M(cm" 1 ) 


%T 


3397.97 


86.39 


1505.67 


75.91 


1057.74 


71.52 


601.50 


59.64 


3319.94 


84.81 


1474.53 


73.63 


1030.17 


53.75 


547.68 


44.53 


3177.53 


83.45 


1453.55 


63.44 


989.94 


65.62 


526.55 


45.99 


3096.06 


83.80 


1416.08 


65.42 


971.08 


73.93 


482.62 


58.93 


2159.87 


91.01 


1396.67 


60.87 


909.73 


61.10 


471.45 


60.44 


2032.91 


90.61 


1350.85 


66.67 


876.69 


74.65 


444.14 


59.99 


1749.63 


86.77 


1284.69 


68.19 


844.04 


65.31 


423.38 


58.76 


1724.72 


86.69 


1260.86 


62.02 


798.03 


71.63 




1683.59 


71.59 


1223.56 


52.48 


772.20 


68.51 


1641.48 


62.67 


1201.48 


57.53 


717.29 


75.90 


1605.84 


67.15 


1186.05 


55.01 




66.91 


1585.45 


65.70 


1146.06 


51.51 


668.46 


68.22 


1557.92 


64.45 


1091.15 


69.64 


650.21 


68.04 



[0108] [^26] 





Kit (cm 1 ) 


%J 


IStcm ') 


%T 


Kifcm ') 


XT 


i»(cm') 


%T 


3422.06 


93.12 


1385.04 


83.40 


931.15 


91.11 


527.37 


71.96 


3303.44 


89.24 


1355.81 


74.56 


909.24 


84.55 


514.22 


64.33 


3128.13 


92.01 


1319.88 


77.31 


885.60 


88.76 


476.26 


89.39 


2595.94 


92.67 


1296.55 


77.66 


872.37 


82.05 


460.92 


87.09 


2276.37 


95.87 


1253.87 


64.28 


838.72 


77.28 


446.30 


84.63 


2051.39 


95.50 


1199.61 


71.21 


779.73 


90.55 


429.94 


87.20 


1694.09 


72.13 


1187.91 


69.92 


741.49 


76.67 


416.02 


78.03 


1644.75 


84.09 


1139.76 


64.85 


723.87 


81.99 




1588.32 


83.16 


1092.92 


83.86 


676.10 


84.75 


1529.21 


65.27 


1066.96 


88.29 


599.47 


91.23 


1457.83 


69.69 


1055.19 


86.48 


578.37 


80.13 


1426.95 


85.03 


1028.72 


62.50 


552.44 


80.28 


1400.48 


72.09 


996.79 


86.93 


537.09 


74.86 



[0109] [^27] 
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;«cm H ) 


%T 




XT 


tftcm" 1 ) 


%T 


;fiic(cm"') 


%J 


3303.18 


78.44 


1426.27 


66.22 


1033.17 


38.75 


612.89 


65.29 


3107.11 


84.00 


1398.05 


55.56 


985.47 


65.92 


591.48 


61.15 


3000.63 


87.00 


1355.93 


50,43 


945.83 


78.73 


578.14 


47.06 


2931.74 


88.33 


1309.97 


80.04 


910.85 


56.84 


551.71 


51.97 


2582.21 


87.39 


1281.20 


64.46 


892.18 


69.98 


529.84 


43.75 


2260.15 


91.52 


1241.00 


51.31 


871.99 


76.39 


518.10 


46.42 


2040.56 


90.88 


1205.77 


45,41 


840.95 


59.27 


468.69 


66.48 


1968.01 


91.72 


1184.19 


43,37 


830.58 


55.72 


457.49 


62.27 


1689.52 


55.42 


1151.28 


55,33 


788.17 


78.25 


446.73 


65.90 


1647.24 


71.29 


1131.31 


44,71 


763.00 


78.08 


430.38 


71.60 


1587.52 


70.97 


1086.08 


65,79 


741.34 


50.54 


405.91 


50.91 


1524.38 


57.93 


1061.38 


70,95 


682.32 


67.23 






1453.72 


46.32 


1049.91 


62,19 


644.25 


70.08 







[oiio] mimmi<?>w® 

lmg^ 

6-^/yy#/v#*iKK ^^/v*»gi (c) (sir. (c) ) 24gtm 

{JfMW5k.ni AEROSIL 200, H *7xp^ 

m&^m i92gSr20L^w?-*^f— i$h\u^^~v-;vmmu 

m?0«XHtt^l±)1236g, fa&±^v-Mmm, ^D B p^Tlfir/VPH101 
, W^XH»^t±)720g, \iYn^yfxi\f;V±;Vxi-M^m. jftfa^HPC 

-7A(^»J, Sp^Ac-Di-SoL FMC International Inc. )120g, 
XTTV/V-fhVVMmnfikJRS Pharma LP) 36g«r20L*^9-5*f— 

#J=i— ^fl^ttKN 3— T^y^^LT10%^-/"?K7^^n-(OPADRY 03F 
42069 YELLOW, 0 «^^^tfc)7K^»fflV^T, ^Jl^-TV^ 
U ligfe7t(9^gil05mg(D=3-^^m^#fc 0 
[0111] lOmgfig 

(c) 60g^*e®^ift WMmmk j^p n p^ aerosil mmmm) 20 
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0, 0^T^nv ; /^^4±)192g^2OL^-/^^^f— SfcfcD-?' 
^h-/KJK^J, m^^X^^ii) 1200g, W^±/vvi-MmMM, M 
Ttf -fe/VPHlOl, ^«X|t$c;£^|±) 720g, fcKn^^°ntVHr7Vn-^( 
jM^HPC-L, 0^#^^tt)72g^P^-C^LfCo 
^/^MittLf^ (C) ^#1-5it»^#fc 0 r<z>}i™£«f£M 
*(60 , C)"T?«ffll«, ^!7-^ffl^«L, H^#/c 0 ^.(DmrntthK, ?n 
^;V^n— ^YWMffli^M, ®pp^Ac-Di-Sol, FMCInternational Inc. ) 
120g, ^^/V^xTy/Vf-hy^ACm^J.JRS Pharma LP) 36g^20L^>-y 
KAivCil^lft, fT»-eSgEL, lJ£fcfcmSCI:4OOmgtf)0£2!|£ 

PADRY 03F42069 YELLOW, B^^Vft^^^^ffiV^ ielflj 
fc=i— TvfV^U liEfcfc«9H«S411mg(Z)3-^>'^^#^ 0 
[0112] 100mg|£ 

SMI (C) 31. 4gfci6*e®'5r>f|ft(y/WbWit^J, jgia^AEROSIL(S»©S) 
200, 0^T^nv ? /V^^±)4g^lL^-/^-^^f— Til^, feRy 
VBt*^/^A(J«^f!l % M^#X||»i^±)40. lg, {SliStKn^v' 
^ntr/l^fe/kn-^(|S^J, $ B B p£L-HPC(LH-2lh jf^b^X^tt^tt) 
lOg, tKndr^°c2tVHr/Vn-x(^^k $d b p£HPC-L, H^«ii«;£*±) 

»£#fc 0 ^^5i^«^^«(60°C)-e^#m, /-?!7-^MV^TSg*&L 
, ®fci£#fc 0 ^SBfe^f^ ?vx*/v*v-x1-hl)VM}&mk fSp^p^Ac-D 
i-SoLFMC International Inc. ) lOg, y^A&ATTVsTsf-WVMfflRM* J 
RS Pharma LP) 1. 5g£i!££, frM^«L, l^fc!)tli400mg©i 

[0113] 4-(3-^nn-4-(^n7VtVVT^/^/V^/V)T^/^ai/^^ 
)-7-7ib^^-6-^/y^/^^5K(D^^J;^©^^Pti^^r;^^^(D 
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[I] 4-(3-^PP-4-(^P^Pt°;>7^^M^) T%/y^./^y)-7-^i/- 

[2] 4-(3-^nn-4-(^n^nt>T^*;^*^;V) T^/7^/^V)-7-^h=3rV- 
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